Supplementary
To determine the biodistribution of GNVs in mice administered by different routes, 100 nmol of GNVs were administered (s.c., i.p., i.v., i.m. and intranasal drop) using methods described previously 7, 34, 37 . 72h after administration, mice were sacrificed and each organ was collected and light emission from the samples was measured using a Kodak Image Station (4000MM Pro system, Carestream,Woodbridge, CT ) and quantified using the vendor software.
To evaluate the stability of injected GNVs, mice were i.v. injected with 100 nmol of DiR dye labeled GNVs and sacrificed at different time points (1d, 3d, 5d, 7d, 9d, 12d, 15d, 20d). Light emission from each organ was then measured using an Odyssey light imager and quantified using the vendor software.
Assessment of liver damage and HE stained tissues
ALT and AST in the sera of the mice were quantitatively analyzed using the Infinity Enzymatic Assay Kit (Thermo Scientific). For histopathology analysis, H&E staining was performed on paraffin-embedded liver, lung, spleen, and kidney sections using a method as described 38, 39 .
Western blot
Western blots were done as previously described 34 . In brief, cells were lysed and proteins of lysed cells were separated on 10% polyacrylamide gels using SDS-PAGE. Separated proteins were transferred to nitrocellulose membranes.
The western blot was carried out with the anti-Stat3 (Cell Signaling, 1:2000)
and anti-phospho-Stat3 antibodies (Cell Signaling, 1:1000) or anti-β-actin antibody as a control (Santa Cruz Biotechnology, Santa Cruz, CA, 1:800).
Cytokines assay
To determine the effect of GNVs or GNVs encapsulating curcumin on the induction of cytokines, splenocytes ( 5X10 6 ) from C57BL/6j mice were pre-stimulated with LPS (100 ng/ml) for 3 h. Then GNVs (200 nmol/ml), free curcumin (500 ng) or GNVs encapsulating curcumin (500 ng curcumin in 200 nmol GNVs) were added and cultured for another 6 h. TNF- and IL-6 in culture medium were measured using ELISA kits (eBioscience).
For analysis of immune stimulation of Zymosan A loaded GNVs, splenocytes (
) from C57BL/6j mice were cultured in 6-well plates in the presence of free Zymosan A (20 g) or GNVs-Zymosan A (20 g Zymosan A in 200 nmol GNVs) for 6 h. TNF- and IFN-in supernatants were measured using ELISA kits (eBioscience).
Analysis of stability of GNVs
Stability of GNVs and cationic control loposomes-DOTAP:DOPE (50/50) in ddH 2 O with 10% FBS was determined using the Zetasizer Nano ZS (Malvern Instruments Ltd, UK) with the protocol provided by the manufacturer. To study the potential toxicity of GNVs as cell passage number increases, the cell doubling time was determined using a method as described 40 . In brief, 
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